clinical implications of these data are that methadone should be used with care in operations that will take less than 45 minutes as an accumulation of the drug will occur with repeated administration at short intervals, resulting in respiratory depression. Supplementary doses of any narcotic must not be administered unless a patient is reassessed. 
Renal function after prolonged consumption of aspirin
Aspirin is more nephrotoxic than phenacetin in rats.' Powders containing aspirin and paracetamol appeared to be as nephrotoxic as those containing phenacetin in Australia.2 Hence aspirin is still suspected as a cause of analgesic nephropathy.
filtration, and urinary concentrating ability, the most sensitive test for early analgesic nephropathy.
Patients, methods, and results
Of the 16 patients studied (see table) , 15 could not recall taking any other analgesic, nor had they received gold or penicillamine; these statements were verified from the case notes. The remaining patient (case 16) had heen given gold 30 years before without side effects.
Plasma creatinine concentration was measured by the standard Technicon autoanalyser method based on the Jaffe reaction, and 5tCr-EDTA clearance by the single-shot technique.5 5tCr-EDTA (1 mCi) was injected intravenously In 1974 two studies found no evidence that aspirin given alone in doses totalling up to 20 kg was nephrotoxic.3 Both studies, however, measured renal function from plasma urea and creatinine concentrations, which roughly reflect glomerular function, whereas analgesic nephropathy affects medullary function disproportionately. We have therefore repeated our 1974 study4 but with the addition of EDTA (edetic acid) clearance, which is a more accurate measure of glomerular is nephrotoxic when included in analgesic mixtures or given to patients with pre-existing analgesic nephropathy. Nevertheless, they give reassuring evidence that aspirin used as sole treatment for rheumatoid arthritis over many years in standard therapeutic dosage carries little or no risk of renal damage. Real-time pelvic ultrasonography was used to investigate the frequency with which ovulation alternated between the two ovaries in 48 women studied over four or more consecutive menstrual cycles. In addition the occurrence and site of mittelschmerz was related to the side of follicular rupture.
Subjects, methods, and results
We recruited into the study 15 healthy women (group 1) aged 23 to 35 years with regular menstrual cycles (25 to 33 days). In addition, 17 infertile patients undergoing treatment with clomiphene citrate (50 to 200 mg/day) for days 1 to 5 of the menstrual cycle (group 2) and 24 patients receiving treatment with human menopausal gonadotrophin and human chorionic gonadotrophin (group 3) gave informed consent for ultrasonic scanning at least twice in the immediate periovulatory period for a minimum of four consecutive menstrual cycles. The women were scanned daily until there was good evidence that follicular rupture had occurred.' Eight subjects (four in group 2, four in group 3) who conceived during treatment were excluded from the analysis; 48 patients completed the study.
A real-time mechanical sector scanner (ATL model 851 B) was used and the women examined with the full-bladder technique, as described by Donald.2 Transverse and longitudinal scans were performed on both ovaries and the mean diameter of each follicle calculated.' Each woman was asked to record the presence and site of mittelschmerz. Additional evidence of ovulation was obtained for all subjects from basal body temperature records and plasma progesterone concentration (> 15 nmol/l; >4-7 ng/ml) on day 21 of the menstrual cycle (or day seven after an injection of human chorionic gonadotrophin).
The 
Comment
It is generally assumed that ovulation occurs an equal number of times from the left and right ovaries, and it was on the basis of this assumption that Jeffcoate4 suggested that efforts should not be made to conserve a compromised ovary on the side of an ectopic pregnancy. It was argued that the removal of the ovary together with the tube and developing embryo would almost certainly double the number of subsequent ovulations from the remaining ovary, thus increasing the chances of a subsequent conception. It was also reasoned that the chances of a further ectopic pregnancy would be reduced, since an ovum from the ovary on the affected side could theoretically migrate across the peritoneum to the remaining tube.
If ovulation occurs at random from either ovary there is only a 12-50' chance of the process alternating between both gonads over four consecutive cycles. Our 
